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DETAILED ACTION 

1 . Claims 1 5-1 8 and 20-23 are pending in this application. 



2. Note that this Office Action replaces the previous Office Action (1 1 /22/2005). 
Previously, the examiner examined the original claims 1-20 that were scanned in the 
eDAN on 2005 and 2004. Applicants informed the examiner that they did not file any 
amendment to the claims in 2005 and 2004, but in 2003. Applicant's amendment to the 
claims in 2003 were not scanned and indexed properly. Even the new amendment to 
the claims submitted on 2/1/2006 was not scanned in this case. It was scanned in the 
parent case 10/149,921. This problem has been fixed now. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 15-18 and 20-23 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for the treatment of high blood pressure 
(hypertension), does not reasonably provide enablement for the treatment or 
prophylaxis of cardiovascular disease, diseases of the urogential system and 
cerebrovascular diseases. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. 
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A number of factors are relevant to whether undue experimentation would be 
required to practice the claimed invention, including "(1) the quantity of experimentation 
necessary, (2) the amount of direction or guidance presented, (3) the presence or 
absence of working examples, (4) the nature of the invention, (5) the state of the prior 
art, (6) the relative skill of those in the art, (7) the predictability or unpredictability of the 
art, and (8) the breadth of the claims." In re Wands . 858 F.2d at 737, 8 USPQ2d at 1404 
(Fed. Cir. 1988). 

The instant use claims15-18 and 20-23, are drawn to the treatment or 
prophylaxis of cardiovascular disease, diseases of the urogenital system and 
cerebrovascular diseases, which as recited includes any or all cardiovascular disorders, 
all diseases of the urogenital system and cerebrovascular diseases for which there is no 
enabling disclosure. From the reading of specification on page 54, it appears that the 
applicants are asserting that the embraced compounds because of their mode action, 
which involves cGMP PDEV would be useful for all sorts of diseases including the 
treatment or prophylaxis of cardiovascular disease, diseases of the urogenital system 
and cerebrovascular diseases. However, the applicants have not provided any 
competent evidence that the instantly disclosed tests are highly predictive for all the 
uses disclosed and embraced by the claim language for the intended host. That a single 
class of compounds can be used to treat all diseases embraced in the claims is an 
incredible finding for which applicants have not provided supporting evidence. Moreover 
many if not most of diseases such as myocardial infract, congestive head failure and 
cardiomyopathy etc, multiple sclerosis, etc. are very difficult to treat and at present there 
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is no known drug, which can successfully used for treating any or all such disorders or 
diseases, despite the fact that there are many drugs, which can be used for 
hypertension. Note the review article provided (Matsumoto et al., J. Smooth Muscle 
Res. 39(4): 67-86, 2003, and Lucas et al. Pharmacological Reviews 52 (3), 375-413, 
2000) suggests the studies of regulation and role of CGMP is still in exploratory stage. 
The scope of the claims involves all of the thousands of compounds of claim 1 5 as well 
as the hundreds of disorders embraced by the terms cardiovascular disorders, diseases 
of the urogenital system and cerebrovascular diseases. No compound has ever been 
found to treat or prevent cardiovascular disorders in general, disease of the urogenital 
system in general and cerebrovascular diseases in general. Since this assertion is 
contrary to what is known in medicine, proof must be provided that this revolutionary 
assertion has merits. The existence of such a "compound" is contrary 'to our present 
understanding of modern medicine. Note substantiation of utility and its scope is 
required when utility is "speculative" "sufficiently unusual" or not provided. See Ex parte 
Jovanovics, 21 1 USPQ 907, 909', In re Langer 183 USPQ 288 . Also note Hoffman v. 
Klaus 9 USPQ 2d 1657 and Ex parte Powers 220 USPQ 925 regarding type of testing 
needed to support in vivo uses. 

Next, applicant's attention is drawn to the Revised Interim Utility and Written 
Description Guidelines, at 64 FR 71427 and 71440 (December 21, 1999) wherein it is 
emphasized that 'a claimed invention must have a specific and substantial utility'. The 
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disclosure in the instant case is not sufficient to enable the instantly' claimed method 
treating solely based on the inhibitory activity disclosed for the compounds. The state of 
the art is indicative of the requirement for undue experimentation. 

1 ) The nature of the invention: Therapeutic use of the compounds for the treatment or 
prophylaxis of cardiovascular disease, diseases of the urogenital system and 
cerebrovascular diseases treatment or prevention that are cGMP-associated condition. 

2) The state of the prior art: A recent publications expressed that treating any or all 
cardiovascular disease by the inhibition of cGMP-associated PDE V is still exploratory. 

3) The predictability or lack thereof in the art: Applicants have not provided any 
competent evidence or disclosed tests that are highly predictive for the pharmaceutical 
use for treating or prophylaxis of any or all condition of the instant compounds. 
Pharmacological activity in general is a very unpredictable area. Note that in cases 
involving physiological activity such as the instant case, "the scope of enablement 
obviously varies inversely with the degree of unpredictability of the factors involved". 
See In re Fisher 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 4) The amount of 
direction or guidance present and 5) the presence or absence of working examples: 
Specification has no working examples to show treating or prevention of any or all 
condition and the state of the art is that the effects of inhibiting cGMP-associated PDEV 
are unpredictable and at best limited to hypertension and erectile dysfunction. 6) The 
breadth of the claims: The instant claims embrace any or all cardiovascular disorders, 
cerebrovascular diseases and diseases of urogenital system including those yet to be 
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related cGMP-related diseases. 7) The quantity of experimentation needed would be an 
undue burden to one skilled in the pharmaceutical arts since there is inadequate 
guidance given to the skilled artisan, regarding the pharmaceutical use, for the reasons 
stated above. 

Thus, factors such as "sufficient working examples", "the level of skill in the art" 
and "predictability", etc. have been demonstrated to be sufficiently lacking in the instant 
case for the instant method claims. In view of the breadth of the claims, the chemical 
nature of the invention, the unpredictability of receptor-ligand interactions in general, 
and the lack of working examples towards treating the variety of diseases of the instant 
claims, one having ordinary skill in regarding the activity of the claimed compounds the 
art would have to undergo an undue amount of experimentation to use the instantly 
claimed invention commensurate in scope with the claims. 

MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based 
on the evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. 



4. 



Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 15 and 20-23 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. In claim 1 5, it is recited a method for the 
prophylaxis and /or treatment of diseases which are connected to c-GMP-regulated 
processes (cGMP-related diseases). The scope of claim 15 is unknown. Which 
diseases are these? Determining whether a given disease responds or does not 
respond to such mediator will surely involve undue experimentation. Suppose that a 
given inhibitor X when administered to a patient with Disease D does not obtain a 
response. Does one then conclude that Disease D does not fall within this claim? Keep 
in mind that: 

A. It may be that the next patient will respond. It is quite common for 
pharmaceuticals to work only with some people, not all. Thus, how many need to be 
tested? 

B. It may be that the wrong dosage or dosage regimen was employed. It is quite 
common for pharmaceuticals to work at one dosage, but not at another which is 
significantly higher or lower. Furthermore, the dosage regimen may be vital — should 
the drug be given e.g. once a day, or four times in divided dosages? Thus, how many 
dosages and dosage regimens must be tried before one is certain that this 
pharmaceutical won't affect Disease D? 

C. It may be that X simply isn't potent enough for Disease D, but that another 
inhibitor Y is potent enough, so that D really does fall within the claim. Thus, how many 
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different mediators must be tried before one concludes that D doesn't fall within the 
claim? 

D. Conversely, if D responds to Y but not to X, can one really conclude that D 
falls within the claim? It may be that the X result is giving the accurate answer, and that 
the success of Y arises from some other unknown property which Y is capable of. 
Thus, when mixed results are obtained, how many more pharmaceuticals need be 
tested? 

E. Finally, suppose that X really will work, but only when combined with Z. 
There are for example, agents in the antiviral and anticancer technology which are not 
themselves effective, but the disease will respond when the agents are combined with 
something else. 

F. In addition, literally speaking, any disorder can be treated with any drug, 
although the treatment might not be successful. Assuming that "successful treatment" 
is what is intended, what criterion is to be used? If one person in 10 responds to a 
given drug, does that mean that the disease is treatable? One in 100? 1 ,000? 10,000? 

As a result, determining the true scope of the claim will involve extensive and 
potentially open-ended research. Without it, one skilled in the art cannot determine the 
actual scope of the claim. Hence, the claim is indefinite. 



Conclusion 
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5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kahsay Habte, Ph. D. whose telephone number is (571) 
272-0667. The examiner can normally be reached on M-F (9.00AM- 5:30PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Wilson can be reached at (571 ) 272-0661 . The fax phone number 
for the organization where this application or proceeding is assigned is (571 )-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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